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DETAILED ACTION 
Status of Action 

Claims 3-6, 9-10, 16 and 18 are examined. 

Applicant has amended claims 3, 6 and 9, canceled claims 1-2, 7-8 and 17 and 
provided arguments for the patentability of claims 3-6, 9-10, 16 and 18 in the response 
filed 7 July 2006. 

Applicant's arguments, see response, filed 7 July 2006, have been fully 
considered and are persuasive to the extent that the rejection under 35 USC §112 and 
§102, have been withdrawn . Any rejection not specifically stated In this Office Action 
has been withdrawn. The text of those sections of Title 35, U.S. Code not included in 
this action can be found in a prior Office action. 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.1 14, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1 .1 14. Applicant's submission filed on 7 July 
2006 has been entered. 
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Response to Arguments • 35 USC §112 f*' Paragraph 



Applicant's arguments, filed 7 July 2007, have been fully considered and are 



persuasive for the reasons of record. 



Response to Arguments - 35 USC § 102 



Applicant's arguments, filed 7 July 2007, have been fully considered and are 
persuasive for the reasons of record. 



Claims 3-6, 9-10, 16 and 18 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over WO 93/13055 to The Wellcome Foundation Limited in view of 
WO/98/30537 to Glaxo Group Limited and US Patent No. 6.297,281 to Chabrier de 
Lassaunier et al. 

WO 93/13055 teaches a pharmaceutical composition and methods (see page 1 
lines 5-6) comprising (2S)-2-amino-4-{[2-(ethanimidoylamino)ethyl]thio} butanoic acid 
and a phosphoric acid thereof (claim 2 - see page 8 line 8) wherein is CH3, Q is 
CH2CH2XCH2CH2 and X is S of the compound below (see Abstract): 



Claim Rejections - 35 USC § 103 




a bulking agent, such as tragacanth (see page 10 line 12), which itself contains 
small amounts of cellulose and starch (claim 8), and an antioxidant (see page 9 line 30) 
for the treatment in a human (claims 9 and 16) of a condition where there is an 
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advantage of inhibiting NO production from L-arginine by the action of NO synthase 
(see page 4 lines 15-20) such as arthritis (claim 10 - see page 5 lines 20-24). 

WO 93/13055 does not specifically teach solvates of (2S)-2-amino-4-{[2- 
(ethanimidoylamino)ethyl]thio} butanoic acid or any particular chelating agents and 
amounts thereof or amounts of bulking agents present in the pharmaceutical 
composition. Nonetheless, given the references below which describe chelating agents, 
one of ordinary skill in the art would through routine optimization appreciate the 
composition comprising 0.1 to 5% of the active agent, 80-99.5% of the bulking agent 
and 0.005 5o 5% of the antioxidant particularly since bulking agents for example are 
used in higher amounts as a filler (claim 6). In other words, it would be obvious to one 
skilled in the art to use each additive in an amount appropriate for that additive. 

The WO/98/30537 reference teaches the NO synthase inhibitor (2S)-2-amino-4- 
{[2-(ethanimidoylamino)ethyl]thio} butanoic acid and salts and solvates thereof (claims 
2-5 - see page 2 line 26). Although the reference does not recite the particular 
solvates, mono and trihydrates, absent evidence to the contrary, one of ordinary skill in 
the art would appreciate the presence of such hydrates from the mention of solvates in 
the reference. 

Chabrier de Lassaunier et al. teach a pharmaceutical composition containing at 
least one NO synthase inhibiting substance and at least one oxygen reactive form 
trapping substance (see Abstract) such as those substances with antioxidant properties 
(see col 2 lines 42-45) and in particular ascorbic acid (claim 7-see col 4 line 40). 
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One of ordinary skill in the art would have been motivated to combine the above 
references and as combined would make obvious the invention as claimed. One of 
ordinary skill in the art would have been motivated to combine WO 98/30537 with WO 
93/13055 because WO 98/30537 cites WO 93/13055. One of ordinary skill in the art 
would have been motivated to combine Chabrier de Lassaunier et al. with WO 98/30537 
and WO 93/13055 because Chabrier de Lassaunier et al. teach the combination of at 
least one NO synthase inhibitor combined with another agent having antioxidant 
properties and both WO 98/30537 and WO 93/13055 teach No synthase inhibitors and 
WO 93/13055 teaches the combination of a NO synthase inhibitor combined with an 
antioxidant as well. Thus, the claimed invention was within the ordinary skill in the art to 
make and use at the time it was made and was as a whole, prima facie obvious. 



Response to Arguments - 35 USC § 103 

Applicant's arguments filed 8 December 2005 have been fully considered but 
they are not persuasive. 

Applicant continues to maintain that the claimed active agent is not found in the 
'055 reference. This is not persuasive since the reference discloses (and claims, see 
claim 6 for example) the active claimed in the instant Application. Moreover, Applicant 
has not pointed out how the '055 reference is lacking in its disclosure of the claimed 
active agent. Additionally, the '055 reference obviates the inclusion of antioxidants in 
the formulation even when such is a solid formulation. See particularly the first 
paragraph on page 9 which includes liquid solutions of the active agent in oral capsules 
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and tablets. Thus, the combined references teach and make prima facie obvious how to 
use the claimed invention at the time that it was made. 

State of the Art 

US Patent No. 5,889,056 to Hodson et al. and 6369272 to Beams et al. are 
considered substantial equivalents to WO 93/13055 to The Wellcome Foundation 
Limited. 

Conclusion 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michel Graffeo whose telephone number is 571-272- 
8505. The examiner can normally be reached 9am to 5:30pm Monday to Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel can be reached on 571-272-0718. The fax phone number 
for the organization where this application or proceeding is assigned is 703-872-9306. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
25 September 2006 



supervisoryb^tenteSminer 




